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Figure i The Cycle of Fatty Acid Elongation m Bacteria 
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Figure 2. Synthesis of Deuteruted Pyridine Nucleotides 
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Figure 3. Predicted (Observed) Product Structures and (M+H) +, s 



(Based on E. coli Fab I) 



Reaction 



H H H 

- S CoA Fabl j " S CoA Acyl CoA^ . S C oA 

H O D 2 0 H H o Oxidase H 6 

836.6 (836.4) 839.6 (839.4) 8 36.6 (836.4) 
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H O [4S- 2 H]NADH D H O Oxidase D O 
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Figure 4. Mass Spectra of Components from Reaction 3 
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Figure 4 C 
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Figure 5. Stereochemical Course of S. aureus Fab I 
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Figure tv S. aureus Fab I L\es Both NADPH and NADH a> Substrates 
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Figure 7. S. aureus Fab I Exhibits a Sequential Mechanism 
80 | r . 
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Figure b. pH Profile o( S. aureus Fab I 
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Figure 8 A Table 1. Inhibition by Saturated Fatty Acvl CoA "» 
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Figure 9. Inhibition bv Paimitovl CoA 
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Figure 10. Inhibition by p-NADP+ 
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Figure 1 1. Kinetic Model for Inhibition by (3-NAPD+ 
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Figure 12. Inhibition by apo-ACP vs. NADH 
0.8 mM CCA 1.0 mM CCA 
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Figure 13. inhibition by apo-ACP vs. CCA 
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Figure 14. Minimal Kinetic Mechinism lor Inhibition by apo-ACP 
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Figure 15. Induced Cooperative Inhibition by apo-ACP 



Apo-ACP is uncompetitive versus NADH (Ki(app) and is proportional 
to the square of [CCA]). 

Apo-ACP is competitve versus crotonovl CoA and induces negative 
cooperativivty with respect to Cca binding. 





lis] , [sf ( [S)[I) ' 

_K S Kl aK s K,_ 




! + 2[S] + [Sf + 2[I] { [I] 2 i 2[5][/]l 
K s Kl K, Kj aK s K,_ 



Ki = 3 nM 
a = 15 



18/20 

SUBSTITUTE SHEET (RULE 26) 



C 1 6 c c \ a 1 7 



WO 00/70017 



PCT/US00/12104 



FIGURE 16 
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FIGURE 17 

: SEQ ID NO : : : 

ATGTTAAATC TTGAAAACAA AACATATGTC AT C AT GG G AA TCGCTAATAA 
5 1 GCGTAGTATT GCTTTTGGTG TCGCTAAAGT T T T AG AT C AA TTAGGTGCTA 
101 AATTAGTATT TACTTACCGT AAAGAACGTA GCCGTAAAGA GCTTGAAAAA 
15 1 TTATTAGAAC AA T T AAA T C A ACCAGAAGCG C AC TT AT A T C AAATTGATGT 
2 01 TCAAAGCGAT GAAGAGGTTA TTAATGGTTT TGAGCAAATT GGTAAAGATG 

2 51 TTGGCAATAT TGATGGTGTA TATCATTCAA TCGCATTTGC TAATATGGAA 

3 01 GACTTACGCG GAGGCTTTTC TG AAA C TT C A CGT 3AAGGCT TCTTGTTAGC 
3 51 TCAAGACATT AGTTGTTACT CATTAACAA.T TGTGGCTGAT GAAGCTAAAA 
4G1 AATTAATGCC AGAAGGTGGT AGCATTGTTG CAACAACATA TTTAGGTGGC 
451 GAATTGGCAG TTCAAAATTA TAATGTGATG GGTGTTGCTA AAGCGAGCTT 
5 01 AGAAGCAAAT GTTAAATATT TAGCATTAGA CTTAGGTCCT GATAATATTC 
551 GCGTTAATGC AATTTCAGCT GGTCCAATCG GTACATTAAG TGCAAAAGGT 
6 01 GTGGGTGGTT TCAATACAAT TCTTAAAGAA ATCGAAGAGG GTGCACCTTT 
651 AAAA C G T AA C GTTGATCAAG TAGAAGTAGG TAAAACAGCG GCTTACTTRT 
701 TAAGTGACTT ATCAAGTGGC GTTACAGGTG AAAATATTGA TGTAGATAGC 
751 GGATTCCACG CAATTAAATA A 
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